Amendments to the Claims under Revised 37 C.F.R. § 1.121

Claim 1 (currently amended): A truncated sSTNFR polypeptide comprising :
¢@)——amino acid residues 1-110, 1-109, 1-108, 1-107, 1-106, 1-105, 1-104, 1-103, 2-
110, 2-109, 2-108, 2-107, 2-106, 2-105, 2-104, 2-103, 3-110, 3-109, 3-108, 3-107, 3-106, 3-105,
3-104, 3-103, 4-110, 4-109, 4-108, 4-107, 4-106, 4-105, 4-104, 4-103, 5-110, 5-109, 5-108, 5-
107, 5-106, 5-105, 5-104, 5-103, 6-110, 6-109, 6-108, 6-107, 6-106, 6-105, 6-104, 6-103, 7-110,
7-109, 7-108, 7-107, 7-106, 7-105, 7-104, 7-103, 8-110, 8-109, 8-108, 8-107, 8-106, 8-105, 8-
104, 8-103, 9-110, 9-109, 9-108, 9-107, 9-106, 9-105, 9-104, 9-103, 10-110, 10-109, 10-108, 10
107, 10-106, 10-105, 10-104, 10-103, 11-110, 11-109, 11-108, 11-107, 11-106, 11-105, 11-104,
11-103, 12-110, 12-109, 12-108, 12-107, 12-106, 12-105, 12-104, 12-103, 13-110, 13-109, 13-
108, 13-107, 13-106, 13-105, 13-104, 13-103, 14-110, 14-109, 14-108, 14-107, 14106, 14-105,
14-104, 14-103, 15-110, 15-109, 15-108, 15-107, 15-106, 15-105, 15-104, 15-103, 16-110, 16-
109, 16-108, 16-107, 16-106, 16-105, 16-104, 16-103, 17-110, 17-109, 17-108, 17-107, 17-106,
17-105, 17-104, 17-103, 18-110, 18-109, 18-108, 18-107, 18-106, 18-105, 18-104, 18-103, 19-

C@M /2./3/0 ﬁ(

110, 19-109, 19-108, 19-107, 19- 106 19-105, 19-104, or 19-103 of SEQ ID NO: 2;

' ‘provided however, that when the\;t‘ru-iga'tgg sTNFR polypeptide comprises amino acid
residues 1-110, 2-110, 3-110, 4-110, 5-110, 6-110, 7-110, 8-110, 9-110, 10-110, 11-110, 12-110,
13-110, 14-110, 15-110, 16-110, 17-110, 18-110, or 19-110 of SEQ ID NO: 2, the polypeptide

does not further comprise amino acid residues 111-161 of SEQ ID NO: 2,0r a portion thereof:

OK % o2

and optionally further comprising an amino-terminal methionine.

~Claim 2 (currently amended): - Anisolated truncated sSTNFR polypeptide comprising :

{a)}——the amino acid sequence as set forth ln SEQ ID NO 4, SEQ ID NO: 6, SEQ ID -
prov: duf Aaumr‘» that thetruncated sTNFR I\?(g Ae cdoes mat compryse. gmmnd Gerdl
8, SEQID NO: 12, SEQIDNO 10, orSEQID rcs olwt-s m Il o€ SEQIDM: o

Jgi a,pp,-'-h
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Claim 3 (cancelled).

9

C]aim\(previously presented): The polypeptide of either Claim 1 or 2, wherein said amino

acid sequence is nonglycosylated.

Claim\(previously presented): The polypeptide of either Claim 1 or 2, wherein said amino
acid sequence is glycosylated.

9 ‘
Claim\i (previously presented): The polypeptide of either Claim 1 or 2, wherein the protein

is conjugated to a water soluble polymer.

Claim‘7, (previously presented): A polyvalent truncated sSTNFR molecule comprising at
least one polypeptide of either Claim 1 or 2.

\| '
Claim\i(previously presented): A polyvalent molecule having the formula R;-X-R,,
wherein:

X comprises a linker, wherein said linker is a water soluble polymer; and

R, and R; are biologically-active molecules covalently bonded to said water soluble
polymer, wherein at least one of R, and R; is a polypeptide of either Claim 1 or ’2. |

\7 | \

Claim\Q (previously presented): ~  The polyvalent molecule of Claim\&z wherein the water
soluble polymer is polyethylene glycol.
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¥ \>
ClaimN (previously presented):  The polyvalent molecule of Claimb\, wherein Ry and R, are

polypeptides comprising:
(a) the amino acid sequence as set forth in SEQ ID NO: 4; or
(b)  the amino acid sequence as set forth in SEQ ID NO: 6.

Claim 11-21 (cancelled).

%
Claimﬁ% (previously presented): A truncated sSTNFR polypeptide which is the recombinant
expression product of a prokaryotic or eukaryotic host cell containing an exogenous
polynucleotide encoding the polypeptide of either Claim 1 or 2.
\9 .
Claim\ﬁ\i (previously presented): A pharmaceutical composition comprising the polypeptide
of either Claim 1 or 2 in association with a pharmaceutically acceptable vehicle.

|
Claim\ée (currently amended): A pharmaceutical composition comprising:

A) a polypeptide produced by a process comprising the steps of growing a
prokaryotic or eukaryotic host cell containing a polynucleotide encoding the polypeptide of either
Claim 1 or 2 in a suitable nutrient medium and;-eptionatly; isolating the polypeptide from the
host cell or nutrient medium; and

B) a pharmaceutically acceptable vehicle.

\
Claim é@ (currently amended): A pharmaceutical composition comprising:

A) a polypeptide produced by a process comprising the steps of:

(@)  culturing a prokaryotic or eukaryotic host cell containing a polynucleotide

encoding the polypeptide of either Claim 1 or 2;

(b)  maintaining the host cell under conditions allowing the expression of the
polypeptide by the host cell; and
(c)  eptienally-isolating the polypeptide expressed by the host cell; and

B) a pharmaceutically acceptable vehicle.
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Claims 26 and 27 (cancelled).

14 |
Claim )§ (previously presented): A method of preparing a pharmaceutical composition
wherein a therapeutically effective amount of the polypeptide of either Claim 1 or 2 is mixed

with one or more pharmaceutically acceptable vehicles.

Claims 29 and 30 (cancelled).

\&

Claim 3\1 (currently amended): A kit for preparing an aqueous protein formulation

comprising a first container having the polypeptide of either Claim 1 or 2 and a second container

having a physiologically acceptable solvent.
Claim &Q(Zreviously presented):  The polypeptide of either Claim 1 or 2, wherein the protein
is fused to a heterologous amino acid sequence.
3

Claim 3\} (previously presented): ~ The polypeptide of Claim 32, wherein the heterologous
amino acid sequence is an IgG constant domain or fragment thereof.
Claim a‘gurrenﬂy amended): A truncated STNFR polypeptide which is the recombinant
expression product of a prokaryotic or eukaryotic host cell containing an exogenous
polynucleotide comprising a nucleotide sequence: |

(@) - asset forth in SEQ ID NO: 3;

(b) as set forth in SEQ ID NO: 5;

(c) as set forth in SEQ ID NO: 7;

(d) as set forth in SEQ ID NO: 11;

“(e) as set forth in SEQ IDNO: 9;
(D asset forth in SEQ ID NO: 13;
(8)  thatis a degenerate-in-the-codingregions-or portions-thereof sequence of the
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nucleotide sequencg of any of (a) - (f)/; eq; s+ Gopercent Aentrcal T Fhe fa/ap 907'7‘0/&

(] / " +A4+ ‘S
encodin 4 af ’(h'i)’TV""’ : _ of the nucleotide sequence of any of (a) - (g).at o coded 69'

45%C-imrhybridization huffercomprisime X SSCamH0-1%-SDS;

provided however, that the polypeptide does not comprise amino acid residues 1 11-161 of
SEQ ID NO: Z0r a portion thereof;

and optionally further comprising a nucleotide sequence encoding an amino-terminal

| fak

methionine.
2%
Claimé‘q (currently amended): A truncated sTNFR polypeptide which is the recombinant
expression product of a prokaryotic or eukaryotic host cell containing an exogenous polynucleotide
comprising a nucleotide sequence as set forth in SEQ ID NO: 3, SEQ ID NO: 5, SEQIDNO: 7, SEQ
ID NO: 11, SEQ ID NO: 9, or SEQ ID NO: 13, or a-pertien TNF inhibitory fragment thereof.
24
Claim &Q (currently amended): A pharmaceutical composition comprising:
A) a polypeptide produced by a process comprising growing a prokaryotic or
eukaryotic host cell containing a polynucleotide comprising a nucleotide sequence:
(a) as set forth in SEQ ID NO: 3;
(b)  asset forth in SEQ ID NO: 5;
(c) as set forth in SEQ ID NO: 7;
(d)  asset forth in SEQ ID NO: 11;
(e)  asset forth in SEQ ID NO: 9;
® as set forth in SEQ ID NO: 13;
(g) thatisa. degenerate-in-the-coding regions-or-portions-thereef sequence of

ncoting Pl e o o ol Ao
- (g)-at-45° ThHvbrdizatien-buffer.con . 1041
pprovided however, that the polypeptide does not comprise amino acid residues
111-161 of SEQ ID NO: 2g0r a portion thereof:

. 5-'.-,: 48

and optionally further comprising a nucleotide sequence encoding an amino-
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terminal methionine;
in a suitable nutrient medium and;-eptienaty; isolating the polypeptide from the host cell or
nutrient medium; and
B) a pharmaceutically acceptable vehicle.
25 .
Claim 3\2 (currently amended): A pharmaceutical composition comprising:
A)  apolypeptide produced by a process comprising growing a prokaryotic or eukaryotic
host cell containing a polynucleotide comprising a nucleotide sequence as set forth in SEQ ID NO: 3,
here _S\ID NO: 5 SEQ ID§O 7, SEQ ID NO: 11, SEQ ID NO: 9, or SEQ ID NO: 13, or
"

e pdly ocs M\/ pr-pre, Amine Gerds Sresidues H=1¢) of SEQ FD N0 2 ov
TNF 1nh1b1tory fragment thereof,"in a suitable nutrient medium and;-eptienally; isolating the ,oowH‘am

polypeptide from the host cell or nutrient medium; and thereof
B) a pharmaceutically acceptable vehicle.
Pl
Claim ¥ (currently amended): A pharmaceutical composition comprising:
A) a polypéptide produced by a process comprising;:
(aj culturing a prokaryotic or eukaryotic host cell containing a polynucleotide
comprising a nucleotide sequence:
(1) as set forth in SEQ ID NO: 3;
(1)  asset forthin SEQ ID NO: 5;
(i)  as set forth'in SEQ ID NO: 7;
(iv)  asset forthin SEQ ID NO: 11;
) as set forth in SEQ ID NO: 9;
(vi)  asset forth in SEQ ID NO: 13;

(vii) that is a degenerate-in-the-coding region

sequence of the nucleotide sequence of any of (i) - (vi);
encoding o polypephite PAlVE AL Ieast Iopercont ielortizal h the folopaptiole ancadded by

of the nucleotide sequence of

provided however, that the polypeptide does not comprise amino acid
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residues 111-161 of SEQ ID NO: 2,0r a portion thereof;
and optionally further comprising a nucleotide sequence encoding an
amino-terminal methionine;
(b)  maintaining the host cell under conditions allowing the expression of the
polypeptide by the host cell; and
(c) optienally-isolating the polypeptide expressed by the host cell; and
B) a pharmaceutically acceptable vehicle.
Y|
Claim 3? (currently amended): A pharmaceutical composition comprising:
A) a polypeptide produced by a process comprising:
(a) culturing a prokaryotic or eukaryotic host cell containing a pblynucleotide
comprising a nucleotide sequence as set forth in SEQ ID NO: 3, SEQID NO: 5, SEQ ID NO:
?EQ ID NO: 11, SEQIDNO: 9, or SEQ ID NO: 13, or a-pertier TNF inhibitory fragment

7
wherein the A 2fidle does  not riSe Gmino acd.iresidues Ji-1¢/ of SER TD Mot 2
thereof, in a suitable nutrient medium; oraprtiom

+here of—)

(b)  maintaining the host cell under conditions allowing the expression of the
polypeptide by the host cell; and
(c)  eptienally-isolating the polypeptide expressed by the host cell; and
B) a pharmaceutically acceptable vehicle.
Claim b&(previously presented):  The polypeptide of Claimx wherein the water soluble
polymer is polyethylene glycol.
4
Claim )\(previously presented): A pharmaceutical composition comprising the polyvalent
truncated sTNFR molecule of Claim 7 in association with a pharmaceutically acceptable vehicle.
Claim Zg(previously presented): A method of preparing a pharmaceutical composition
wherein a therapeutically effective amount of the polyvalent truncated STNFR molecule of Claim

7 is mixed with one or more pharmaceutically acceptable vehicles.
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0
Claim }& (currently amended): A kit for preparing an aqueous protein formulation

comprising a first container having the polyvalent truncated sSTNFR molecule of Claim 7 and a

second container having a physiologically acceptable solvent.

Claim 44 (previously presented).  The pelypeptide of either Claim 1 or 2, wherein the amino
acid substitution, amino acid addition, or intraSequence amino acid deletions do not occur in the
first two disulfide loops of domain 1, the whole of\{omain 2, or the first disulfide loop of domain

3 of the polypeptide.
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